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DETAILED ACTION 

Receipt is acknowledged of a reply to the previous Office Action, filed December 
8, 2009. Claims 1 -1 1 are pending, claims 9 and 1 1 have been withdrawn by Applicant, 
and claims 1-8 and 10 are examined. Any rejection of record in the previous Office 
Action, mailed September 1 , 2009 that is not addressed in this action has been 
withdrawn. 

Because this Office Action only maintains rejections set forth in the previous 
Office Action and/or sets forth new rejections that are necessitated by amendment, this 
Office Action is made FINAL. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
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consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 1-4, 6-8 and 10 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Noriji et al. 

Nojiri et al (IDS reference, especially pp. 696-697, 700, 702, Figure 1 and Table 
1) teach expressing two plasmids simultaneously in E. coli. The plasmids are pET 
plasmids. The first plasmid, pRCN104 contains both the alpha and beta subunits of 
nitrile hydratase derived from rhodococcus. The second plasmid, pHSG(3, contains the 
beta subunit of nitrile hydratase, but not the alpha subunit. Both plasmids contain the 
T7 promoter and contain other sequences. 

It would have been obvious to one of ordinary skill in the art to not have the alpha 
and beta subunits on the same plasmid because Nojiri et al teach two separate 
plasmids, one with alpha and beta subunits and one with just the beta subunit. Having 
just the beta subunit on a plasmid allows for expression of the subunit, in other words, 
there appears to be no difficulty in separating the two subunits. One of skill in the art 
knows that only one alpha subunit and one beta is needed for nitrile hydratase to 
function, therefore it would be obvious to remove the beta subunit from the first plasmid. 
In fact, when both alpha and beta subunits were present together, the expression of the 
beta subunit was fairly low as compared to the alpha subunit. However, when beta was 
expressed separately on a plasmid, there was increased NHase activity. Subunits 
alpha and beta present in a plasmid was known. All of the claimed elements were 
known in the prior art and one skilled in the art could have separated the subunits by 
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known methods with no change in their respective functions, and the separate plasmids, 
with each plasmid containing either the alpha or beta subunit, would have yielded 
predictable results to one of ordinary skill in the art at the time of the invention. 

Claim 5 is rejected under 35 U.S.C. 103(a) as being unpatentable over Nojiri et al 
as applied to claims 1-4, 6-8 and 10 above, and further in view of Nishiyama et al. 

Nojiri et al teach all of the limitations as described above. In addition, contained 
on plasmids pRCN104 and pHSGB is orf1188, which encodes a polypeptide that is 
homologous to p47K. However, they do not teach p47K in the plasmids. 

Nishiyama et al (J. Bac. 173(8): 2465-2472, 1991 , especially p. 2465) teach a 
plasmid containing the orf encoding p47K transformed into E. coli. 

The ordinary skilled artisan, desiring have a plasmid containing p47K, would 
have been motivated to combine the teachings of Nojiri et al teaching plasmids 
containing orfl 188, which encodes a polypeptide that is homologous to p47K, with the 
teachings of Nishiyama et al teaching a plasmid containing the orf encoding p47K 
transformed into E. coli, because Nishiyama et al state that p47K is important for 
expression of nitrile hydratase in E. coli. It would have been obvious to one of ordinary 
skill in the art because Nojiri et al teach that orfl 188 is homologous to p47K, and both 
are important for functional expression of nitrile hydratase. Given the teachings of the 
prior art and the level of the ordinary skilled artisan at the time of the applicant's 
invention, it must be considered, absent evidence to the contrary, that said skilled 
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artisan would have had a reasonable expectation of success in practicing the claimed 
invention. 



Response to Arguments Concerning Claim Rejections - 35 USC § 103 (a) 

Applicant's arguments filed December 8, 2009 have been fully considered but 
they are not persuasive. 

The following grounds of traversal are presented: 

Applicants argue that there would be no motivation to modify the expression 
system of Nojiri et al since they produced a large amount of functional NHase. 
Nishiyama et al fail to remedy the deficiencies of Nojiri et al. 

Applicants' arguments have not been found persuasive for the following reasons. 

As discussed above, Applicants are claiming a plasmid with an alpha subunit 
only, and a plasmid with a beta subunit only. Nojiri et al teach a plasmid with the alpha 
and beta subunits, and a plasmid with the beta subunit. The only difference is the 
presence of an extra beta subunit on the first plasmid. Nojiri et al teach that there were 
lower amounts of the beta subunit produced when alpha and beta were on the same 
plasmid, and that incorrect folding of NHase was partly due to the shortage of the beta 
subunit. Expressing the beta subunit on a separate plasmid increased NHase activity. 
Therefore one of skill in the art would have been motivated to separate the alpha and 
beta subunits in order to get better NHase activity and increased production of the beta 
subunit. There are no deficiencies for Nishiyama et al to cure, as just discussed. 
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Allowable Subject Matter 

No claims are allowed. 



THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Michele K. Joike whose telephone number is (571)272- 
5915. The examiner can normally be reached on M-F, 10:00-6:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Christopher Low can be reached on (571 )272-0951 . The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Michele K. Joike/ Michele K. Joike 

Primary Examiner, Art Unit 1636 Primary Examiner 

Art Unit 1636 



